Santangeli and colleagues' meta-analysis (1) evaluating the effectiveness of implantable cardioverter-defibrillators (ICDs) for primary prevention of sudden cardiac death among young and elderly patients concluded that available data do not definitively show that ICDs improve survival in elderly patients. We agree with the authors that these findings have important clinical implications and might support the theory that cardiac resynchronization therapy alone may be the best device therapy for elderly (Ͼ65 years) patients with severe left ventricular dysfunction. However, we would like to raise several points that may shed additional light on the findings and implications of this meta-analysis.
IN RESPONSE:
We appreciated Drs. Barsheshet and Goldenberg's letter. We fully agree that comorbid conditions may play a significant role in determining the survival benefit of prophylactic ICD therapy (1) . As such, we clearly stated in the abstract, introduction, and discussion sections of our article that the lack of adjustment for comorbid conditions may be a potential limitation of our analysis.
We respectfully disagree that MADIT-II subgroup analyses sufficiently provide consistent evidence that age does not attenuate the benefit of ICD therapy (1) . Drs. Barsheshet and Goldenberg state that the benefit of ICD in MADIT-II was "most prominent" among patients aged 65 to 74 years (P ϭ 0.03), "intermediate" among patients aged 75 years or older (P ϭ 0.20), and "lowest" among younger patients (P ϭ 0.35). We recognize the temptation to claim that differences in P values establish differences among subgroups.
Although this argument appears frequently in the medical literature, it is incorrect.
Different P values can arise because of differences in treatment effect size or in the precision of their estimation, or a combination of these factors (2) . The process of splitting the primary trial population into different subgroups affects the precision of analyses and does not allow researchers to draw definite conclusions (2) . Calculating a P value for interaction among age subgroups in MADIT-II would result in a non-statistically significant value of 0.79, which further supports the concept that we are dealing with differences in precision of estimates rather than with real differences among subgroups (1).
In addition, age subgroup analyses were not prespecified in the original trial (1) . Therefore, any reported result is methodologically flawed (2), because if we continue to split age subgroups we will inevitably find a subgroup in which the treatment effect is statistically "significant," although chance alone may have produced this result.
ISIS-2 (Second International Study of Infarct Survival) provides a clear example of how such analyses can be misleading (3) . The study investigators analyzed the effect of aspirin after acute myocardial infarction according to different astrological signs and showed that aspirin was beneficial in all patients except those with the astrological signs of Libra and Gemini (3, 4 (1) suggests that the lack of evidence in favor of using compression stockings supports the recommendations of the American College of Chest Physicians and the American Heart Association for the use of low-dose unfractionated heparin and low-molecular-weight heparin in patients with acute ischemic stroke and immobility who have no contraindications to anticoagulant therapy. However, this advice assumes that the balance of benefits and harms favors reducing the incidence of venous thromboembolism (VTE) over increasing the incidence of symptomatic intracerebral hemorrhage (SICH). It is unfortunate that data from large trials, such as the IST (International Stroke Trial) (2) and TAIST (Tinzaparin in Acute Ischemic Stroke Trial) (3), suggest that this treatment is as likely to cause SICH as it is to prevent pulmonary embolism.
Prophylactic low-dose anticoagulation may help to treat patients at high risk for VTE in whom the risk for VTE is likely to outweigh the risk for SICH. However, the benefit of this therapy in patients at lower risk, such as those included in trials to date, remains unproved.
Treatment with heparin is costly both in terms of the drug itself and the time and money involved in having a nurse administer it. Although the risk-benefit ratio remains unclear, we do not believe that low-dose heparin should be used routinely for prevention of VTE in most patients with stroke. Dr. Sprigg and colleagues note that they "do not believe that low-dose heparin should be used routinely for the prevention of VTE in most patients with stroke." We agree that lowdose heparin should not be used routinely in patients with ischemic stroke and did not make such a suggestion (1). As Dr. Sprigg and colleagues also note, "Prophylactic low-dose anticoagulation may help to treat patients at high risk for VTE in whom the risk for VTE is likely to outweigh the risk for SICH."
If CLOTS (Clots in Legs Or sTtockings after Stroke) Trial 1 (2) had found that graduated compression stockings were very effective at preventing VTE, we would recommend this intervention over low-dose heparin in all patients with stroke, including those at highest risk for VTE. However, it found that graduated compression stockings did not work (2) , and therefore, an effective alternative to low-dose anticoagulation to prevent VTE in patients with ischemic stroke does not currently exist. Lack of an alternative to prevent VTE does not mean that low-dose anticoagulation should be used routinely but does strengthen the argument for, as we suggested, "the cautious use of these agents" in patients with acute ischemic stroke and immobility without additional contraindications to anticoagulant therapy.
We propose that the findings of the IST (3) and TAIST (4) are mostly of indirect relevance to this discussion and, indeed, are consistent with our position. TAIST compared high-and intermediatedose tinzaparin with aspirin in the acute treatment of ischemic stroke (4). This trial did not evaluate whether low-dose tinzaparin, as used to prevent VTE, was beneficial.
The IST compared high-dose unfractionated heparin (12 500 U twice daily) and low-dose unfractionated heparin (5000 U twice daily) with no anticoagulation (3). High-dose therapy was associated with greater harm than benefit. Low-dose therapy was associated with greater benefit than harm; however, we agree that the findings of this subgroup analysis are not definitive. An additional consideration is that if the IST had enrolled only participants with stroke and immobility-that is, persons with a high risk for VTE, a population group similar to those who are the focus of this discussion and that were enrolled in the CLOT Trials-the balance of benefit (reduction in VTE) to harm (increased intracranial bleeding) may have further favored low-dose heparin.
Finally, both of these trials evaluated the use of heparin in the acute phase of stroke (within 48 hours of onset), when the risk for hemorrhagic transformation is greatest. In patients at increased risk for intracerebral hemorrhage, delayed introduction of low-dose heparin may further alter the balance of benefit to harm. It is hoped that the ongoing CLOTS Trial 3, which is comparing intermittent pneumatic compression with a control group, will identify an effective way to prevent VTE in patients with acute stroke and immobility without increasing the risk for bleeding. 
Clive Kearon, MB, PhD

OBSERVATION
Acute Hepatitis A Virus Infection Without IgM Antibodies to Hepatitis A Virus
Background: Hepatitis A virus (HAV) is the leading cause of acute viral hepatitis in industrialized countries. Diagnosis of acute HAV infection is usually based on detection of anti-HAV IgM antibodies, which are present in more than 99% of affected persons at the onset of illness (1) .
Objective: To describe a case of acute HAV infection in a patient without anti-HAV IgM antibodies.
Case Report: A 32-year-old woman with no history of liver disease was hospitalized for deterioration of liver function. Her medical history was unremarkable except for a diagnosis of rheumatoid arthritis 12 years ago, which was treated with several regimens that included a corticosteroid, aurothiopropanol sulfonate, methotrexate, and etanercept. Therapy with these drugs became ineffective and was stopped 1 year ago. Infusion therapy with rituximab, 1 g, was administered at that time, 2 weeks later, and 1 year later, according to the usual protocols for rheumatoid arthritis. During this period, she also received azathioprine, 50 mg/d, and prednisolone, 5 mg/d. Two weeks after her third infusion of rituximab, the patient developed nausea, vomiting, and a temperature of 39.0°C. Laboratory studies showed normal leukocyte and platelet counts, alanine aminotransferase levels 5.6 times the upper limit of normal, ␥-glutamyltransferase levels 4.7 times the upper limit of normal, alkaline phosphatase levels 1.1 times the upper limit of normal, an international normalized ratio of 1.21, serum immunoglobulin titers in the normal range, and negative antiliver autoantibodies.
Results of tests that included RNA amplification were negative for hepatitis C and E viruses. Hepatitis B antibody assays found only antibodies to hepatitis B surface antigen, which suggested that the patient had previously received a hepatitis B vaccine. Results of tests for HAV antibodies using the MONOLISA Anti-HAV EIA kit (BioRad Laboratories, Redmond, Washington) were negative for anti-HAV IgM antibodies and positive for total anti-HAV antibodies, which seemed to rule out acute HAV infection. Results of polymerase chain reaction tests were negative for cytomegalovirus, EpsteinBarr virus, and herpes simplex virus.
Treatment with all of the patient's medications was withdrawn, but her liver function continued to worsen. A transjugular liver biopsy showed conserved portal tracts without fibrosis but with significant inflammatory infiltration composed of lymphocytes, neutrophils, and eosinophils, which suggested viral or toxic liver injury. On hospital day 25, we transferred her to the transplantation unit. Her international normalized ratio was 1.65, and alanine aminotransferase levels were 134 times the upper limit of normal. She developed cardiac arrest several hours after transfer and died.
Results of repeated anti-HAV IgM antibody assays performed on blood samples obtained 2 days before the patient died were positive. Further analysis of blood samples obtained on admission and kept frozen found HAV RNA and low avidity for HAV-specific IgG antibodies (avidity index, 20%), which suggested a recent infection. Blood samples obtained 1 year before admission and kept frozen were negative for total anti-HAV antibodies.
Discussion: We could not initially diagnose this patient's acute HAV infection because of the absence of anti-HAV IgM antibodies. In addition, the presence of anti-HAV IgG antibodies suggested a resolved HAV infection and excluded early-phase acute HAV infection, when HAV antibodies are not detectable (2) . However, immunocompromised patients may have an impaired adaptive immune response to infection; for example, the absence of anti-hepatitis C virus antibodies have been reported in patients co-infected with HIV and hepatitis C virus (3).
This patient had an atypical immune response to HAV, despite serum immunoglobulin titers within the normal range. Rituximab is a chimeric monoclonal antibody that targets CD20ϩ B cells and differentially affects serum antibody titers, especially those of IgM antibodies (4) . The generation of anti-HAV IgM antibodies after acute infection requires cooperative interaction of antigen-specific T cells and B cells. We therefore believe that rituximab depleted this patient's B cells, which led to an impaired immune response just as it can lead to an impaired response to vaccination (5) .
In conclusion, physicians should consider administering HAV vaccine before prescribing rituximab. Also, physicians should try to diagnose acute HAV infection in immunocompromised patients, es-pecially those receiving rituximab, by using polymerase chain reaction tests instead of anti-HAV IgM antibody assays. 
